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IngerPersso4hLsc. CIlaEng. 1  
ResponsibIeHead 
Phamacia & Upjohn AB 
Li ldhqwgatan 133 

. S-l&J2 87 stoclcholm, Sweden 
U-s: License Number 1220 

An inspection o f Pkmacia & Upjohn Al3 fkcklities, located a t S-I 12 87 Stockholm, Swedeq . 
” S-l969OKqmgen, Sweden; a@ W M .41 SW, Sweden,.was conducted &om h&r& 3 

thrhgh MAidi 1351997. Durigg the inqxc&ioq ~oktions of Section Sol(a)(Z)(B) o f t&e Federal 
’ Food, DTug, and Ccisxneti~ Act and T itle  21, 
600610 were documented, a  ~UOWS: 

WRgksPart211 andparts I 
- . 

1 . ‘* Fa ilure to establish and/or follow w&ten testing programs designed to assess the stab& 
cbama&ics o f drug produqs [21 CFR 211.166] in that: 

a  , the potuqy sWliiy data for~Bat&~do~ 8 
not support the prods& b moth dating period. -- 

b . skbility ding do&not hi&de inal@  of -idand 
~products. . . i . . 

c. IlO -product w& placed on the stab%& program in 1995. 

d . the potency fo 
detemked by 

aAl #iul~ was 
w ith  0  

.obtaiapassing . 

2 . Fa ihre to have complete iaborxtory records inclpig a I! data secuxd in the c&u-se o f 
eachtest[21 CFR211.194(a)]inthatz , * ’ 



. 

. 

w- 

b. shce huary 1997, the production labonl&ry~of the 
~+ksampledoes~~tiincludere!cordingecordiPgrhe-- 
. l actioaandrnozp~~gy. 

a. the-din 
caliiration and had not 

waspastdu&r 
-L 

6. Failure to thoroughly investigate any unkcpbed discrepancy or the f%ke of a batch to 
meetarlyofitsspecificatio~[21 cFR211.192-Jinthat: 

a. there is no doirunentatian indicating .tkt the inves@&on of product 
fh&uw extends to other bat&es of& same product and bat&8 of other 
produkts that may have been associated with the specific Gilures of 
w-h- , 



b. there is no documezxta@l indicating an &xtig&onwas conducted 
regard&theiuitialoutofspeoificeati~teatre&s~B&ch 

w 

ed onbabh~f~ 
wbichreached the bioburdea limit tt~hnl 

.a. &seandrepa&ngoftwochromat~phycolum~~~~ 
QllCLlCeAisperforrmedusjngaprocedurethatisnotapprovedbythe 
quali~co&lunit. . 

.-. 
b. ~I-OC&IB are &aged without the approti by the Quality controkmit in 

that 

i . the process development group 
fbr pH adjustment of in-process 

. . . - cbmge in the separator floi~ rate ’ ut 
. . . -- ..- approval by the qualiv control u$. . 

ii. bandw&t.en changes to standatd opera@ &edure (SOP) QB- ’ 
00-710-01 fix animal czire were not approved by the cl[ua2itg c~&l 
unit . 

~ailuteto CXMI&& the apiropriate laboratorytesting to de&m& satkfWory 
clorrformaace to fmApe&ca&ons$x~each batch of drug product, inchxiing id&tity and 

* strengthofeaobaotive&&ieutpriortorei~[21 CFR221.165]iatbattherelease . 
testing Of~Batahm’m pexfbmxdwithzloIl+aliilated’ppmgen 
test equipment. ’ 

. . . 
9. Failure to provide dmins of ad&ate site and with air break or other mcchanioal device to 

121 CFR211.48(b)]inthatduringthewa&ingand&singofthe 

drain p-lpe. 
the water backed u.p fium the sewer drain past the air break to the 

10. Failure to es@& and follow appropriate writtea procedures d&wed to prevent 
mkrobiologkal CQWOU of drug products purporting to be sterile and to assure that 
such procedutesinotudevall~onofany~processa [21 CFR211.H3(b)] in 
that i 
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b. growth promotion testing Was not cx&uckd ia the simkked fkmnt&oa 
&Jdie!$performedto~~sterilizstianprocedurcs. Sterilityof 
fi37nentationmediaisnotmeasured~eWfybatoh’ . 

. 

a partialystoppered~edvials~notb~~tobe~dunder . 
. CIass 100 laminar flow amditiot~~ during tnutsport to the Iyophber. 

b. ~epmduction~laminarBowhcodisnotmo~~eachdayduriqgure 
. ‘c” for viable pzuticulates- 

12. Faihxe to establisl~ a&or foUow written prooedu~ fbr production and process mk ’ 
de$gned to assure that the drug products have theidentity~ streng& quality, and purity L 
the!ypurpoft otaterepresentedtopossess *to assurethatsuchprocedures, incdudisg 
anyehanges, are drafted, reviewed, and approved by the appropriate orga&ationaG&tg 

:,- and reviewed and approved by qulie co&o1 pl CFR 21 l.lOO]. For ~+IZ#E . . 
.,! . . . v- ,.- 

a 
thee is no written procedtrre ;o d&c&e rinsing the.lll)ml battles of 
----Ilow cdd’WFI and ethanol 
befbrebutnotafWemovi.ugthe&mpseal 

sat . 
7, b- ~~isnowrittenprocedraetadesoribehawta~~theviius 

reduction results f?om the V@iWWtS. . 
c. thereisaowrittenproceduietcl~~ehowto~WE=Ivalvesina ” 

specific order to prevent dead b &II ho&g water at times when there 
is no demand f?x ‘gvater. . 

. 

d. t&e SOP QME8-05-OS-01 fbr the calibration ofthe rabbit pyrogen 
temperature probes was not followed in that the stipulated temperature tbr 
calibration were not used. 

e. the SOP BB404-1 for the care of laboratory rabbits was not follotlved in 
that new rabbii are not kept in a dedicated qu-antk area [SOO. 1 l(f)(2)] 
and the cages are not changed and WI&@ weekly [600- 1 l(f)(l)]. 

i 



a thededngofsbansdequipment~tantcsinthes&~~ 
produetareaisnottidated. 

b. deauedequipnl~iuthe~ lineisrinsedwithd~waterand 
storedinadryheatovenowrx@tpriortoafinaIrinsew&~ 

C. the cleaubg method fir water b-is not V@M. 

14, Failuwo &&&.I or fi~llowwrittea prooedures for cleaning and ~IE&WUIW of 
eqiipg&~utensils,usediut&e~ 
a dnxg product 121 CJ?R 211.67(b)] in that: 

pmmsing , pa+& or-holdiag of 
+ 

required by SOP KP-3450-01. 

b. these is no w&ten procedure to describe the gleaning method used to &WI 
waterbath- - . . a. 

Fklu&Wprovide do-on of ma&saw, cl- s&king and’inspeotion of 
equipment [21 ClFR 211.67(c) and 600.12(a)] in thatz ’ . I 

r 
a the cleauing of water bathed equipment e not 

+dwxnxwed. -, . . . . . . 

b. nscords of autoclavingglasswafe used in the productionli&oratary are not 
m&.&&&. . . 

Faihto~thattdeequipmeSeusediathemanufaoture,~ -- Packing or 
hoh&g ofa drug product is of appropriate design and bf adequate size for its intended use 
andforitsdeaningandmaintenance[21 CFR211.63JinthatthevalidationoftheWEI ’ 
systems did not in&de determining ifpiping is @&XI to ensure it draias. 

Failure to not@ the Director, Center for. Bio!iogics Evahation and mh (CBEQ of 
proposed change5 in locatioa, equipcaenf.responsBe pessoanef, and rnanufkw 
methods [21 CFR 601.123. 
CBER . 

For example, the following changes were not reported to 

’ 8 
qg!t!!L 

Computer System in the- 

, 
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b, 

C. 

tIlbIAlod0~ r vhf reduction of 
c%angedizl1990. .. 

dhmm/as 

the WFI systems were renovated with the addition of process pipes. 

. 
We acihowledge receipt Ofyour April 191997, w&ten response w&h addresses the 
iqectional observahans on the Form FDA 483 issued at the close of the imp&on aad w m 
respondto yourlet&suadersRpanrte covea. 

Please not@ this&ce in WritJng, witI@ 15 Work& days of receipt of this letter, of any , 
additional~youhave~tocorrsettheno~~~oati~~andtoprevent~~~~. If 
mrective actions cannot be CompIeted within 15 working days, state the r&son for the delay and 
the time within which the corrections wifI be wqkted. 
&qil 10,1997, 

Corrective actions addressed in,your 
letter.may be r&x-d ip your response to this letter, as appropriate. F&u-e to 

p&ptJy etecttbese deviations may resuIt in regulatory action without fktber notice. s&h: 
actions in&de seimr+ Iicease suapensiob ardor revocatiai . 
Your reply slmt$d be sent to the Food and Drug Admk@ration, Center fk Siologics Evaluation 
and Research, 1401 Roclwille Pike, Suite 200 N, R&lcville, hkqland 20852448, Mpn: 
James C. Sio,ps, XIFM~OO. 
n 

. -- 

James C. Simmons 
Director, Office of Compliance 
Center for Biologics Evaluation and Research 
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. 
We acihowledge receipt Ofyour April 191997, w&ten response w&h addresses the 
iqectional observahans on the Form FDA 483 issued at the close of the impect;on aad w m 
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Corrective actions addressed in,your 
letter.may be r&x-d ip your response to this letter, as appropriate. Faike to 

p&ptJy etecttbese deviations may resuIt in regulatory action without fktber notice. s&h: 
actions in&de seimr+ Iicease suapensio~ ardor revocatidci . 
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Director, Office of Compliance 
Center for Biologics Evaluation and Research 


